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PATENT 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Robert A. Holton et al. 
Serial No. 09/063,477 
Filed April 20, 1998 

For PROCESS FOR THE SELECTIVE DERTVATIZATION OF TAXANES 
Examiner Ba K. Triiih 

TO THE COMMISSIONER OF PATENTS AND TRADEMARKS 
SIR: 

DECLARATION OF DAVID J. PROCTER UNDER 37 CF.R, 1.608(M 

I, David J. Procter, declare and state as follows: 

1. At the time of the invention, I was a post doctorate student at Florida State 
University in Tallahassee, Florida, where I conducted research in Dr. Robert Holton's laboratory 
in the area of Synthetic Organic, Biorganic, and Organometallic Chemistry. 

2. I am not an inventor of "Process For The Selective Derivatization Of Taxanes" of 
application no, 09/063,477. 

3. During my tenure at Florida State University, I worked in the same laboratory as 
Zhuming Zhang, Zhuming Zhang worked in close proximity to me, and wc routinely exchanged 
information about our experimental results. I observed Zhuming Zhang, Paul A. Clarke and Dr, 
Robert Holton reduce to practice the "Process For The Selective Derivatization Of Taxanes" 
before May 21, 1997. 

4. Before May 21, 1997, 1 observed Zhuming Zhang conduct the "Attempt to protect 
C(7)OH by cbz" experiment, the "Attempt to protect C(10) H by (CH 3 CO)-0 ,> experiment, and 
the "Generation of baccatin III from 10DAB" experiment as documented on laboratory notebook 
pages 45, 49 and 67, respectively (Exhibits A-C). I recall that Zhuming Zhang immediately 
informed me of the results of these experiments so that I could use these processes to 
significantly simplify my own experimental research, Once Zhuming Zhang told me of his 
discoveries, I used these processes in preparing other taxane derivatives. The processes 
discovered by Zhuming Zhang eliminated about five process steps from my own experimental 
research in preparing the taxane derivatives. 



5. After observing Zhuming Zhang conduct the "Attempt to protect C( 1 0) H by 
(CH 3 CO)-0" experiment shown on his laboratory notebook page 49, 1 used his process in my 
own research. For example, I conducted the "Selective Protection of 10-Hydroxyl - Fonnation of 
10-Allyloxycarbonatc" experiment shown on laboratory notebook pages 177 and 178 (Exhibit 
D). I added 0.137 ml of diallylpyrocarbonate to 30 mg of 10-dcacetyl bacoatin III in 
tetrahydrofuran solvent at room temperature and allowed the mixture to react while adding 
additional diallylpyrocarbonate at 21, 23, and 26 hours. The final reaction mixture revealed the 
fonnation of 1 0-allyloxycarbonale in about 63% of the reaction product. 

6. After observing Zhuming Zhang conduct the "Generation of baccatin III from 10 
DAB" experiment shown on his laboratory notebook page 67, 1 used his process in my own 
research. For example, I conducted the "Direct Acetylation of 10-DAB - Prepn. of B-III (ZnCl 2 , 
0°C)" experiment shown on laboratory notebook pages 167 and 168 shortly after his discovery 
(Exhibit E). I added 4 ml of acetic anhydride to 1 13 mg of 10-deacetyl baccatin in and 0.42 ml 
ZnCl 2 in tetrahydrofuran solvent at room temperature. Upon purification, 94,8 mg baccatin in 
was recovered, which was about 78% yield, 

7. I further declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and further, that 
these statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under 18 U.S. C 1001, and that such willful 
false statements may jeopardize the validity of the application or any patent issuing thereon. 
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